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A cyclic lipopeptide acylase which can effectively remove an acyl side chain from a cyclic lipopeptidc. specifically FR901379 
represented by general formula (I) or an analogue thereof; and a process for the preparation of a cyclic peptide with the acylase, wherein R' 
is acyl, R^ is hydroxy or acyloxy, R^ is hydrogen or hydroxy, R* is hydrogen or hydroxy, R^ is hydrogen or hydroxysulfonyloxy, and R^ 
is hydrogen or carbamoyl. 



(5 7) mm 

-te^ [ I ] = 




[I] 



AL TA'^<=iT EE 

AM rA^^=^T ES 

AT ^hyr FI 

AU 2!---^h^!JLT FR 

B B /< A'/< K 5^ C B 

BE ^A'^— GE 

BF -fi^^^-yrV GH 

BG -fA^iSVr GN 

BJ GR 

BR rt^^A- HU 

BY ^JJ^-'U IE 

CA Jj-f^r IS 

CF 1»*T:7!l*it*lB IT 

CG -s'^xt^ jP 

CH J^'^:^ ICE 

CI . i?:jeT-A. KG 

CM KP 

CN. ipQB KR 

CZ ?5?r=i»ltaa KZ 

DE K-fTy LI 

DK t'^'^— ^ LK 




LR V^yr 

LT 9 HT=T ^ 

LV ^hKf^r 

MC 
MO 

MG ^¥1S7.is^ _ ^ 



ML 
MN 
MR 
MW 
MX 
NE 
NL 
NO 
N2 
P L 
PT 
RO 



^•1 



RU ti->T»« 
SO 

SE ^•^s-Tv 

S G ^y^iS^--/^ 

SI 7.ntfAz:.y _ 

SK 5^o5fr*T|t«iH 

SN •k^JtjA' 

sz T^V'y'^^yY 

TD f^Y-K 

TG K-^ 



T J 
TM 
TR 
TT 
UA 
UG 
US 
UZ 
VN 



YU 3.— =/3i^lfT 



wo 97/32975 vciamiwmi 

m m ^ 

$ fe{:i:a(*:W{w(±, la^ifeColeophoma sp. F- 11899*1^ (PERM BP- 

2635) {w ioT^MStLS, FR901379!te® 3 - 184921^5^^{::iet&) S 

t/f FR901379^®<75S(ElffJ<7>T i^^V^mi&ilSLT i^JHt-f if^^^T 7 — tT, ^ h 

M K!^K, Ri^Wtwtd:, ±ie<OFR901379!|*KXt^'€-<?)»ia«:<^T 

:*:5|Bfl<7)^Bfl^ A> ti, FR901379!^®at/Echinocandin B, Aculeacin A^O 
FR901379!^*®3HH«£(-ft^$<^■&^*^'^ ;i?'<rf- KI^ScoT i^/HRfliBSrMT v 

Streptomyces anulatus**^M-t-ST tf^lSJttwjaai BWti"«»attT 

X -'W^k * «»m W tt ^ C t Crit^l L A: . 

Iff^^^U 7f^-<-r^ VT -> 7 —^^mMiiM»tfiHZ(i.. ^^(f Streptomycesm 
twjg-f i> Streptomyces anulatus No. 4811^> Streptomyces anulatus No.8703ttc 
J&^^b'&v^tl Streptomyces sp. 6907tt«"C* -So 



wo 97/32975 

JUT, znh^mti^<7)^mi:m-ro 



PCT/JP97/00692 



iSffj^M^'i '-K •^■7' f- KTv' 7— -fe*^!:®®T-*^Streptoinyces anulatus No. 

X/^^mn,^mWLm-Cm,mLtznSci:t ttbfZo fe^JiMethuen Handbook of 
Colour, Methuen. London, 1978 Sr'ffiffl L /wo 



wo 97/32975 PCT/JP97/00692 

mi No. 4 8 1 i!i*<7)«-aisjfttw*fitsig«Ji<7>i$a 















V I s f — z ; 


A ■ 






K ■ 






S : 










(I S P ~ 3 ) 


A ■ 






K . 


^© I 7 r 4 ; 




s 










/TOT* jl \ 

(1 S P — 4 ) 


A 






R 


► MB^^B ( 5 E 4 } 




s 


' ^ L 


;Z U -fe U > • T X "7 ^ ^ 


G 




(I S P — 5 ) 


A 






R 


^ ( 6 E 4 ) 




S 


: ^ L 




G 


■ $iS 




A 




(I S P - 6 ) 


R 


: Bfl'S.l.^^fe ( 6 D 5 ) 




S 




^ o 


G 




( I S P - 7 ) 


A 


: ( 2 B 2 ) 




R 


: ( 7 F 4 ) 




S 


: 



; G : A : R : ^^3RlB<!Ofe S : 



wo 97/32975 

^ 2 N o . 4 8 11 ttcO^a^^fl^JlttSS: t t »f>fz„ 

m2 N o . 4 8 1 1 w<r>^^^^nm 



PCT/JF97/00692 





1* ® 




4 . 0 - 3 5 . 0 r 




+ 




± 




+ 




+ 




— 






D - —X 


+ 


L-r -7 h'y 


+ 


D - ^ v'O — X 


+ 


>f y h — 






+ 




+ 


L - 7 Ay —X 


+ 


^ o — X 




7 V >f y — X 









No.48ii**<7)^^«iiS^<i<l: <%ilL, ^«fliJ{c^tti-4*', »fS!L^v>. 
fS.^. ffi^KTT"'; K^^A<3 (Pridham.T.G.,et al. :Appl. Microbiol. 6:54, 1958) 
^(i^1B**^JfC. 0.5~0.7X0.7~l.l/t/m<75:^§ §<7)P]f8r^T-*o/w. 



wo 97/32^5 PCT/JP97yO0692 

iWflaS<^T 5 /Sili'^^y*— ^> (BeckerpB..M, p. Lechevalier. R.E.Gordon and 
H. A. Lecheval ier:Rapid differentiation between Nocardia and Streptoroyces 
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Edition. American Society for Microbiology. Washington, D. C. . 1989^ 
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f-^^p-io-aif-zu KT'^'>'^^^->^''^^-''^^ -^df -tf •f'>'>'^5^^ i^^J'-'i^Jl^- 
t) it ^ x3 ju^ if ) ; 

"7j:^7P ((SIR) T-'W#-'»'X;w*-/i'55rif OT-'i' (iSiia) T-'W=Sf''i'Xywj^— -'u 
=J|r>'. xh^fi^, -/od^^-^, •7'h=¥>', t--rh=>ri^, -O-f-^Pjf^x. '^=^ 



wo 97/32975 PCT/JP97/00692 

/W^^v', y f-T'i^;i'^=Sr i^, -< 3 v-^Ujj- ^ if ) ; ?g«RT>'l''!r — >'^'l■ ^ 

6 ^'X--'W3j-^i^> 3. 7 -i^yf-ZW- 2, 6 >»X-;W3r=3E-->, 8- 
>'T'-fe--»W3r :Sf 3. 6, 8 - Kt** h U^-^'J'^t^v', 5 - h 'j-f'-fe--'l'3r 
7 --r h 7f-t — -'W^j-x, 1.8 — ^>^T';^'i^J^•=•''^^^v'x IS--^^ 
■9-^-fe-yU3!-^$^, 11 .'Ti^T'-ir— -'l^Ji-^i^, 7 - :t ^ ^T'-fe-/J^:«-^ i^. 10 

^£^'5:if ) ^arfOii^^irS^^S: 1 * />:fi 2 <@JaA± (if * t < ii l 'Sr*'^ L 5 flS) 
^LTv^T t iv^TD'f (/^i:;tJi\ 'OV^/K -^ThW^K T>h'J/i^?!? 
7Uji?^;^i,yi:t* ) ; Jfirif^^lf SCI t3&*r-#S, 

rTi^;u^^->^j {ilSiiaT;!';^?/ 'r>'i'^^-> rt-^yWi/w^f 

2 1 




wo 97/32975 



PCT/JP97/00692 



dcO^BflcoS^m^^^^ U T^^~T^ KTi^ v--lf {i, 0IJ£{f Streptomyces 
anulatus No. 4811;^ (PERM BP-5808), Streptomyces anulatus No.8703t5^ (PERM 
BP- 5810) *l>v>{i, Streptomyces sp.No.6907** (PERM BP-5809) <r> I n ti: 
Streptomyces® tcJSI- -5 T V — br^S®*|5«:>gJfttt»"Cig«-r 4 CI fc tw J: 9 
■e^ -6, 

L«.>J^3(fiRt LT(i, ^/wa-X, ^i^o-x, jjr^^h-X, 



2 2 



wo 97/32975 PCT/JP97/00692 

:h./-»f«r i'7--tr{i, ts^m^ffii i WJg^tt'Cd.ai^ix, t^^oTiffJ^Tx 

So 

StreptODiyces anulatus No. 4811^, Streptomyces anulatus No. 8703<i^, i 
ff Streptomyces sp. No. 6907*|c{w i o T^MSil ST "7 — IftCOi^T^f^^ft^C 



wo 97/32975 PCT/JP97A)0692 

nmm i - i 

Streptomyces anulatus No.48lH***Mi"*T->7— br<?)«ljS 

^^E^»0.5%. ±S.m.5%. ^iSk» 

■7 7 X 3 $r 120'C T-20raa£@S Ls Streptomyces anulatus No. 48111*0^4®*?^^ 

il<75 1 ~ 2 30X:t3 a ram t "7 tSfiLtats^i: L^wo 

•^^/^O.OS^, y >'Si3lc3Ki:^ U '>-^-0.12%, efcg?-7^^4'i^'>-i»7 7jcfP!ftf0.025% 
Offljft A* ^, ^ S ^jl*&J&<0pH*6. L, C <7)^jg^l*100ml sfc^J-it L^SOO 

mlH^I77X3*120'C-C20«-|ffl8ji«L, w<L(Ciiigea^«i& 2 mlSfS LT, 30 

mmm 1 - 2 

streptomyces anulatus No. 8703**;&*^M-r — t^<0|!IJ& 

3_>,x:J'-f-i%, ^^^wrf-xi^. ^7E^»o.5%, -ka.^o.s%. ^mm 

#0. 5%. Mg? ^ >'W -> AO. 2%Oifflric*» ^atSi&30ml ^-^S-li L/.:100ml3:ft 
■7 V X 3 & 120°C T-20^KMM Streptomyces anulatus No. 8703^eOi^4ffiS^ 
igflO 1-2 a^iPF^^eU, 30"C-C3 Bfflffit ^^«L-Ca^f|t L/io 
JJtV^-C->A-^nr-X4%, ^?E^J|»1%. U^^r^KS^U 

lH«V^X3*120t;-C20^fffl«ifiU in«w8iilCft^«S: 2mlMLt:. 30TC 

nmm i - 3 

Streptomyces sp. No. 6907*|c**^^M-r —^<7)9Sl]& 

«i30ml*^jiL/ilOOmlH^l7 7X3€rl20*C-C20^ra3««t, Streptomyces sp. 
No6907#Ol^li5S5c*g««01 ~ 2&^^«:»aL. 301CT- 3 BIfflffifc ^ 



"WO 97/32975 PCT/JP97/0e692 

?^:v>-ci^^-:j' o-x 4 f^m»mi%. ^mt/fu->'>j- 
nmmi - 4 

St reptomycesStCjR-r &«#»**^M-r * T -> ^ — trcoSSjg 

(M) R»W^SFf (:^IKrtJi£jllE+H*l«r2 -17-85) ^>^a$ii^^Tie 
StreptomycesJRtcSf i>^i6fl?«l - 1 t iBl^co:^?* i 0 

Streptomyces anulatus No.4811^S^i:Pl<I^O«f5git«^R^^§S C i:**^^ A:„ 
Streptomyces griseus subsp. griseus IFO 13189 

ii ^ 'ir^MtS J&t- St reptomycesMtwm JUrJST 7 — tf ^MT ^fift^ife $r 

«JBE*. LT<!OFR901379!Hfe»K#«O8H^ >> d^-i-Tf- Ki»KJ-^JnL. 45-60 

"C, pH^i!6«76.0~ 9 FR179642!^5I^O^*t'<"7'^ K^*i^it?KflC:?o-^ 

h^^^y-f- (HPLC) ioTftiaiL, :^JSt-rSo 

•^^m 2 - 1 

mfefiSI 1 - 1 T'^JtStreptomyces anulatus No. 4811*^6O^aiaj700iU UwFR 



wo 97/3297S PCT/JF97i00692 

901379!ar®<!O7jcSg?at (lOOmg/ml) 100 a* 1 ( FR901379!^H i: L T lOmg ; 8. 35/^ 
mol) , ^ ^ y -/UlOOfiia Xt/^mm (0.5MU >B?~7K3K?> U '^A- g >ift7jc 

Y *) "^^mtsm phc.o) iooA«i**p;t. sor-eso^raRjiS^-a-^^o 

*^Tm, 4 1 ml^i^iPLTRjS*ri(!*-7§-tir> ^ ;^ / ->'l' 2 ml^rin^. ^> 

•C L FRl 79642!K5® 210nni-e^ - ^J'-LTT-^V — t^n&14 ?r 84^ L /Co 
HPLC{iiftS«r3CU Vt^aiSS (ft}*SPD-10A) iii,VPif.>'r (ftltLC-lOAD) 

(LiChrospher) lOORP-18 ( e ) (250iiiinX 4 mmi. d. . ttS 5 /u id) <&ffifl9 L, 3 
%r-fe h - h »; -^w/O.B^U >«i-7K3(fT:^*-'>A3!>»fe55r&iNfib*UwJ:oT 1 
m 1 / O ijlsai -C FR 179642%K S: ^Nt § Hir ^, FR179642«&a<0»l#ll#iaj « «t»6. 3^ 
-C-ii-otZo Cl<7)ie*{C«':^#FR179642!feR<7)^jftJlSrft3SSfr*^:730/ig (0.78 

nmm2 - 2 

^Jfe^J 1 - 2 Ti^/cStreptomyces anulatus No. 8703*^<5OtS^|?e?700 A« IClFR 
901379!N!;®CO7Ki§?K (lOOmg/ml) 100 a< 1 ( FR901379!|^® L T lOmg ; 8. 35 

Aimoi) , X ^ /-;noo/ui*>* (0.5M'; >'^z:7K3g?& u-t^A- i; 

7)c3K — h 'J ; PH6.0) lOOitt l=feiDX., 30"CT30^KIRfiD$-*3to ^ 

liSiK-T^. 4 1 inl^^JPL-CRJS*«?F7 5-»*:, ^ 7 ->'l' 2 ml *in^, 

jo-r^ >y ^ n^^ - (o.45;tiiB) -eiPjSLTjg;^^se^:t'*!^*efc, hflcc 

i r>X^lSL L^FR179642!^K«r210nmT-* — ^ — LTT J^^—- triStt^lW^L 

fee 

HPLCIijftfi^^CUV^iaiS (Ai^SPD-lOA) mV^Tf-^T (ftJ*LC-10AD) *J 
i iTV-;? (ft}*C-R6A) T-filrict. E^fflicm, »; d X 7 r - 

(LiChrospher) 100RP-18(e) ( 250mm x 4mm i. d. , *4S 5 a/ m ) Srl^ffi L> 3 
%T-b h - h >; ;u/0.5% >; >g?r^K^T:^^-'>^*^^3^ir^^i)!l*at- io-C i 
inl/';»-<7)Sfei£T-FR179642i|*®$:^Sil$-**:feo FR179642%HcO^|i^B$|ffl(±*?76. 3^5- 
-C*-3feo C<7)*Sm{w^':;$FR179642!fe®<0*feritS?rft#-r-S i:830//g (0.89 



wo 97/32975 



PCT/JP97/00ti92 



nmm2 - 3 

nmmi - 3 T^#/^Strepto^lyces sp. No. 6907t*Otg«?S700/u lt::FR901379!^ 
®<07jcj§^ (lOOmg/ml) 100a/ 1 (FR901379i|^® t LT lOmg ; 8. 35^^ mol ) , 

y -j\.\oom iti xv^^mm. (0.5M 'j >'g&i:7jc^?;7 u -^a- u i'g^7ic^r■:^ h 

'^7 A«fff?K : PH6.0) lOO/il^JPX.. 30X:-C30^P^SS$-^^wo KfB^T^. 4 

^- (0.45/im) T-iPaLTig;«-^Se^i:'*Kt*^, HPLCtC j: o T^rit L/^FR 
179642%»S * 210nin-C-t — ^ - L T T x 7 — If ffii* S: Si^ L ^Co 

HPLCfijftRnTISUV^iaiS (A?*SPD-10A) it/.-Kv-T (ftitLC-lOAD) 
XV^ ^7" ^i^-:f^ (fi)i*C-R6A) Tffl[*L. EI^*B(w{i, i; o X 7 r - 
(LiChrospher) 100RP-18(e) (250mmX4inmi.d., Mm) ^l^fflL, 3 

m 1 / ^ <7>fii£it T- FR179642!fe® $r jgSt $ -tir/^o FR179642%® 60^^}^f«#fS<i«?J6. 3^ 
X-^-otz. CltfOje^{C^-^^FR179642!fe®<7)^rita$rftai:-r^ tSeOA^B (0.60 
Mmol) -Ch-otZo Lineweaver-BurkJ£tt.J:oT^^L;tB#<OKniiS{i257//MT-* 
9» VmaxJil4. 3U/mg-protein"C-ifeo/Co 

^it(f«2 - 4 

^Jifi'y 1 - 3 -C^feStreptomyces sp.No. 6907*^fiOJ$§l?acl00A/ U-Aculeacin 
A«0>?y f-^l'X-'Uj^^Sf KSfft (lOOmg/ml) 100 A^ 1 (Aculeacin AtLTlOmg 
;9.65A/niol) , 1.2MKCl*^tf500mMU VlSllTKSg?^ U'^A- y >'«?7K3!S~-f h 
»J'>A<Saf?« {pH7.0) SOOa^U *300Ai l^llP;t. 40t:-C15^raKS$-»ir/Co 4 
1 mlTR)i&^f?jh ^ ^ / -/V- 2 ml^r^jB^, ^ l^-T 7 > 7 - 
(0. 45a/ in)T-iPJa LTi^^^^a^ i:' HPLCIC i oT^JK L/cAculeacin 

AS<^K$-210nm-p^-i?'- LTTv-^-- bTTSIf^aa^L/^o HPLCiij^S^^UV 
t^mS (^itSPD-lOA) J:t/;JC>-7" (aj$LC-10AD) iiXlF^ > T ^ 1^ 
(aitC-R6A) T*WricL, Ill^*itC{i«; ;7oX7r- (LiChrospher) lOORP- 



wo 97/32975 PCT/JP97/00«92 

18(e) ( 4 nimX250mini.d., iaS5 Aim (Merck) ) Srfilffl L, 4%T-^h—h*) 

T-Aculeacin A^^&^mm^'^fz. Aculeacin Am^Rt^Unv^HSHm.l^ 
T*o/wo CLiOtSr^U^-^^ Aculeacin AmmM(^^^S.f:nW.'^ i> t37Qfig 
(0.47/iinol) T-*o/c<, Lineweaver-Burk^Cir>Tyt^L/iNF<7)Kmfli{i279 
A/M'C* 9. Vmaxdie.SU/mg-proteinTiboi/i. 

^JSflftl 2-5 

MV&Wl - 3 T"#:feStreptomyces sp.No.6907^W^#?SEIwl00/u HwEchinocan 
din B<7)if>t^Jl'XJV'iti^>'ytSWt (lOOmg/ml) 100// 1 (Echinocandin B t L 
TlOmg ; 9.43/* mol) , 1. 2MKC1 ^ ^tf SOOmM 'j :^gJ~7Kf^?& U - 'J ^'Sf* 
h <; '^'-i^lSWJR (pH7. 0) 500// K *300/i i*inx.. 40'C-C15^raRli5S 

(0.45//n.) •criaL-CJ^^^Sfi'^i' HPLCt2 i-^-C^JitL 
/^Echinocandin B ^!|*® $r 210nmT-^ — ^J' - LTT 7 --t^iStt L/^lo 
HPLCtiifeS^fSDV^N^ai^ (a>i»SPD-10A) i> J:t;^4^W (aj*LC-10AD) H 

i.x/'i >T- — 9 (ai*c -R6A) -ewric L, Soffit- {i ^ ox 7 r- 

(LiChrospher) lOORP- 18(e) ( 4 mmx 250miDi.d.^ iKiS 5 // m (Merck) ) $r1£ 

i o -C 1 ml/^cOgfeii-C-Echinocandin B t8t%l® *g§f8l 5^t/^« Echinocandin B 
«i|*K<^«^«^iaUi*^8.7^"C*o/^. Echinocandin Bi^^R 

O^ritfi^ftJI-f -5. 4:90//g (0.11/imol) Tfco/C. Lineweaver-BurkiiC J: o 
tat^ L^B*«0Km«i[(il46//MT-* 0, Vinax{i7.85U/mg-proteinT*-:>/>:o 

S t reptomyces/gjcmt- CI <7)%B;|tfO|ff jST v y — tr^M® ***®-r l> T x 7 - 
-brtc J: ') .-K-i-rf- KtJi^tlit4!fe® («ftJl{f FR901379!^K) <r>Ti^J^mmi: 

2 8 



W097/32»75 PCT/JP97/00692 

179642!^® 60 igUE (HPLCT'SH^) ■C^L-CS>-2»o 



^/i&P#<^Mig[ P H 



wo 97/32975 
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- 1 Streptomyces anulatus No. 481114c 

<r>^m-t hri^=y — tf<7)3iapH 


P H 


( At g/ ml ) 


3 


0 


4 


9 0 


5 


4 4 0 


6 


6 3 0 


6 . 5 


7 10 


7 


7 7 0 


8 


8 1 0 


q 


7 4 0 




- 2 Streptomyces anulatus No.8703tt 
iO^^-f * T v' —- ^cOlgiipH 


P H 


;Klic:>*^7^<7)FR179642^M<7)igiS 
( /u gXml) 


3 


0 


4 


2 4 0 


5 


5 9 0 


6 


8 1 0 


7 


1.070 


8 


1.300 


9 


1,270 



3 0 
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SRSilW 1 - 3 Streptomyces sp. 6907^^7) 



P H 


^JiD»T^<7)FR179642^KO?S]^ 
( n g/ml) 


3 


0 


4 


19 0 


5 


2 8 0 


6 


3 0 0 


7 


4 7 0 


8 


8 0 0 


9 


1.000 



l$@t^2 - 1 Streptomyces anulatus No.4811t!^ 





KS*?-T^<OFR179642i|*®«Oigm 
( At g/ ml ) 


25 


3 6 0 


30 


6 3 0 


40 


1.490 


50 


3.120 


60 


1.110 


70 


6 0 



3 1 
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SS®i^2 - 2 Streptomyces anulatus No. 8703^5 





KS#?-TSfcOFR179642!gijg(7)iiiK 
( i/ ml ) 


25 


4 10 


30 


7 7 0 


40 


1.760 


50 


3.160 


60 


2.110 


70 


12 0 


K®tl5|2-3 Streptomyces sp. No.6907t*iO 

^ M-r T v- ^ -- tf <75 siiffldc 




RliS«*-T^<')FR179642!|^»«OSflE 
( /X g/ml ) 


25 


6 0 0 


30 


7 1 0 


40 


3.010 


50 


4.620 


60 


1.660 


70 


13 0 
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SKS^I^ 3 — 1 Streptomyces anulatus No. 4811# 



^ ^ y — /wzgK 
(%) 


( /ug/ml) 


0 


3 9 0 


5 


5 7 0 


1 0 


6 3 0 


1 5 


5 9 0 


2 0 


5 5 0 


3 0 


3 9 0 


4 0 


1 3 0 


5 0 


1 0 


i^St^S - 2 Streptomyces anulatus No. 8703** 
<7) T 7 -- If ? Hi: 




RJS«*7^<^FR179642!^H<7)aRK 
( /"g/ml) 


0 


3 2 0 


5 


5 8 0 


1 0 


7 7 0 


1 5 


7 5 0 


2 0 


6 6 0 


3 0 


3 6 0 


4 0 


14 0 


5 0 


5 0 
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lft©l^3-3 Streptomyces sp. No. 6907tl|cO^M 

y r?' / -/u^^m 



^ 7 y ym.}y^ 

(%) 


ISJSPilS'- T ^ 60 FR 1 79642^1? O liStSL 
(/ug/ml) 


0 


3 3 0 


5 


5 8 0 


1 0 


7 10 


1 5 


6 3 0 


2 0 


5 3 0 


3 0 


14 0 


4 0 


1 3 0 


5 0 


9 0 



tw S t reptomycesJRtwS-r S T 9 — trM« ^ « L a SS^t 'i?-^ 

• Streptomyces sp. 6907<*ft^«OT 7 — tf<0!RpSt 

1 ) f^ffl : 

FR901379ZttfEchinocandin B, Aculeacin A^<?>FR901379!^®JS<a<*:JcR 

2 ) MiipH : pH 8 ~ 9 

3 ) wmw^<nwm • 50X;#i£ 



3 4 
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4 ) tsititRV'ic^it • 



5 ) ^T-S • 

y — i^^ff-y ; 61kD 
7.=t—fV^-fi- Y ; 19kD 

6 ) |££»l>& : 

7 ) T 5 /Se^«f : 

Se r-Asn-A 1 a-Va 1-A 1 a-Phe-Asp-Gl y-Se r-Th r-Th r-Va 1 -Asn-Gl y-A rg- 
C 1 y- Leu-Leu-Leu-G 1 y 



G 1 y- Se r-G 1 y-Leu-Se r-A 1 a-Va 1 - 1 1 e-A rg-Ty r-Th r-G 1 u-Ty r-G 1 y-1 1 e- 
Pro-His-His-Val-Ala 



8 ) mmmm^ - 

FR901379, Echinocandin BJSlV Aculeacin A tc^t L'C{illtt<Ki^ffl 5rJ#o T 
T ^ — fer<7>l^|!l : 



%mm'i. - 3 T^/cStreptomyces sp. No. 6907^<O*g«aE*r, ISiST, 1.5M 

KciT-iti*«im t, \io. 2iFmzxnhtitztiii3t>m^Mm (^la-ftric ; aip-ioio) 

{C-CflJtig (20mM h (pH9) L, HP-20* 7 AC^n'X 



3 5 



wo 97/32975 PCT/JP97/00692 

^^tZo ^# f>*Z,3t'<X?8E*DEAE-Toyopearl7^9 A (Cl"^) twiiJKL, 0.3M 
NaCl«:#tf20mM f UX-ffittfSWJft (pH9) "CSaJL/:. TSl±ffi:9-C (NH«) . 
SO, ^0.5M*i^^S^J!ra^f)f L-rPhenyl-Toyopearl;^^A{CjiaEt, 0. IM NaCl 

^^t^somM V ^) x-^m.mmi& (phs) T-ismufwo nhtifzm^m^i:m^ 

(t&it^ ; SIP-0013) ■CIK.lgaiJfi (20niM h X - Jgg?iK«>ee(pH 9 
L. YMC-Diol;!? V A{c:-C';r';ur>a«:1f ''M^iJi^B ; 0.2M NaCl $r^trO. IM "j 
>'gK-7jc3f>> 'J -^A- >'gft7|c^z:■^ h '>-^iearJSpH7.0) , ? fjtCiSISS^S- 
(AJft) 0.5% h (BiR) 0.5% h *)VfU:^o»m-BO%r-t 
|. ^ h i; /U, A : B =60 : 40-*40 : 60 (iiliSl:^^ i^Oii' Y) ) o COflUS LJtT 

61kDt 19kDC0 2 a^cO-c-Tf- K**(#LJt» 

FR901469!H!»K{i^ tNo. 112431* (PERM BP-3373) iZ X -^X^m.^ tliftn.M'Si 
mit*l#-^/cBE3«J!^K (W092/19648^5:^«Stiie«K) "C-^O, TlCtlllt^lnil : 
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C (7)5|Bfl<!0»f^BT£/'7— -tftl3I»=5ratt.T v^V-f^fflt:^-:? Act i nop lanes 



lllfeW4 - 1 

Actinoplanes utahensis IFO 13244^: J. Antibiotics. Vol.41. pl085-1092 
('88)05e<KCliS ttgfl tfe?BE20mlilFR901469!»H^7|cS?S (200ing/ml) 1ml 
(FR901469^afc L-C0.2g : 130/imol) , ^) ^fSi—-)- Y *)''7^2.9g. 7K60ml?- 

(0.45/t/m) T-raLTiU^^S&tirf^rl^^m, HPLCC i T^ric UFR181131 
ife® ^ 210nmT-^ - ^ - L T T 7 — feTrSli L/^o HPLC{i«^:g^fgUVtftfli 
g (^i*SPD-10A) i>J:t;f;i<vr (^i*LC-10AD) H J:Z/^ '^"r^l^-^ 
JtC-R6A) -C^flcL, @IEffitC(iYMC AM303 ( 4 mmX 250ninii . d. ifeS 5 m) ^rfiS 
ffl 12.5%T-fe h — h U >'»'*/0. 5% U i'gJIl^K^T AA» (J>^f S^lll 




m 



wo 97/32975 



vctanrinosn 



«IC J: o T 1 ml/^(J0SlEaT-FR18n31«im*S«IS-<t^wo FR181131«&©0»1#I^ 
RHijKjT.s^-C-ibo^Co c<?>ie«{cS-^^FRl81i3l%H<o^«a«:lt3lt-rs i:80 
ng (eSMinol) Tib o /wo 

%mm^ - 2 

UttSfiFiJ 1 - 3 -C1# <bfL/wStreptoniyces sp. No. 6907^6Otg«?K20mUwFR901469 
%KO^KJ§JfiJ (200mg/ml) 1 ml (FR901469t*J«i: LTO. 2g ;130A/mol) , U > 

ift— '^ h 'WAa.sg^ *60iiii«riin;t, 60t:T24NFiaRiiS?-«r/c. Rii&*$-7^. 

SSSJS*-^ V'T'^ i'T ^ ^l'^- (0.45/iin) "Cr » L T StS-^S t' 

HPLCtC i o T4fe^ L/:FR181131«b«*210nmT* — ^ — LTTi'^— trtStt 
*S!|^L/:o HPLCI±iS:515r3CUV«iaiS (ft^SPD-lOA) iJj:Vd?>-r (ftaiLC 
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5 r i^^— -tf^^Hj^Streptomyces anulatus No. 4811<*T-* 2> CI k i&l^a k 
6. 7* V' 7 — -fe;^^M0**Streptoniyces anulatus Uo.B703^'V-i> i> t i:WWLt 



W097/3297S 



PCT/JP97/00692 



8. <^(7)14®€:^f SiS3l^^*5iB^l^<7)Tv'7— tr 

1 ) f^ffl •• 

FR901379Zit;fEchinocandin B, Aculeacin Al^OFR9O1379l4j@JI0(4ilwft^ 

2 ) SiipH : pH8 - 9 
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X^— yi^-^-Tf- K ; 19kD 

6 ) T i ym^m ■■ 

Se r-A sn-A 1 a- Va 1 -A 1 a-Phe-Asp-G I y-Se r-Th r-Th r-Va 1 -Asn-C 1 y-A rg- 
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X^ — JU^T^ K ; 
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13. Streptomyces anulatus No. 8703o 
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